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Background

Cabozantinib is a potent targeted therapy that inhibits MET, VEGFR?2, and RET. Anti-tumor activity in
patients (pts) has been observed in a broad range of tumors including NSCLC. The primary objective of
this phase 1 study is to determine the maximum tolerated dose (MTD) / recommended phase 2 dose in
Japanese pts.

Methods

Pts with advanced solid malignancies are enrolled in successive cohorts to receive escalating doses of
cabozantinib orally once daily in a 3 + 3 trial design. Dose limiting toxicities (DLTs) are determined
using Cycle 1 data. Response is assessed using modified RECIST v1.0. Results: As of 1 June 2012, 14 pts
were enrolled including 5 pts with non-small cell lung adenocarcinoma. Pts have been treated at 3 dose
levels: 40, 60 and 80 mg. The NSCLC pts had a median of 4 prior regimens (range, 2 — 6). Four of the 5
NSCLC pts had a confirmed partial response (cPR) including a 51 yo female whose pre-treatment tumor
sample lacked an EGFR activating mutation Analysis of tumor obtained pre-treatment and at progression
demonstrated a KIF5SB-RET fusion.

Age Gender Smoking Molecular Profile Treatment Duration Best
History (mos) Response

64 Female Never EGFR mutation 15+ cPR

51 Female Former EGFR wt, RET fusion positive 9 cPR

58 Female Never EGFR wt 10 cPR

43 Male Former ALK fusion positive 4 cPR

EGFR wt, ALK fusion

. 6.5 SD
negative

64 Female Never

DLT of Grade 3 hypertension was reported in 2 pts. The MTD using a capsule formulation is 60 mg.
Adverse events were generally mild to moderate and include hypertension, palmar-plantar
erythrodysesthesia, diarrhea, mucositis, rash, edema and headache. Laboratory abnormalities include
elevated AST/ALT, lipase and TSH; and neutropenia and thrombocytopenia. Preliminary PK analysis
showed that dose-normalized exposure in Japanese pts is approximately 2-fold higher than in non-
Japanese pts. Despite relatively higher exposures, cabozantinib 60 mg daily appears to be a well tolerated
dose. Conclusions: Cabozantinib appears well tolerated. Signs of antitumor activity include response and
prolonged stable disease in NSCLC pts. Accrual and additional molecular characterization is ongoing.
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